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To gain further insight into the physiological function pressed in HEK293 cells for GST pulldown assays with GST-Homer1a. Each of the Shank polypeptides specifiof Homer, we have characterized a novel family of proteins that were identified based on their interaction with cally bound Homer1a ( Figure 1B ). Based on our previous finding that the Homer EVH1 domain binds a specific Homer1a in a yeast two-hybrid (Y2H) screen. These Homer-interacting proteins are here shown to be identiproline-rich motif, we identified three potential Homerbinding sites (or Homer "ligands") that are conserved in cal to the Shank family of PSD proteins that interact with GKAP and the PSD-95 complex (reported in Naisbitt Shank1, 2, 3, and CortBP-1 ( Figure 1A ; Naisbitt et al., 1999 
Homer Binds Shank Proteins In Vivo
To confirm the interaction between Homer and Shank in a mammalian cell context, we performed coimmunoprecipitation (co-IP) experiments in heterologous cells. Myc-tagged Homer1b and Shank1 were coexpressed in COS cells, and cell extracts were subjected to immunoprecipitation (IP) with Myc or Shank antibodies ( Figure  2A ). Homer1b was used in these experiments because it expresses more efficiently in mammalian cells than Homer1a. Figure 2A shows that Homer1b is effectively co-IPed with Shank1 using either Shank or Myc antibodies.
To confirm the in vivo relevance of the Homer-Shank Figure 3A; Naisbitt et al., 1999) . We noted a similarity between the C-terminal sequence of while forebrain expresses predominantly mGluR5.) While it is possible that the Shank3 PDZ pulldown of mGluRs GKAP (-QTRL) and that of the group 1 mGluRs (mGluR1a, 
Immunoelectron Microscopy
We used a postembedding immunogold method as described preExpression Constructs Shank expression constructs were prepared as described ( 
